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avmmA 000231109 
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(74)ft3SiA #3®± Jsp^tc (^2^&) 
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(57) mm msEm 



(I) 



(S43. Rj CF,. cF,cF,'X«a^^u : R, 



1 

1 ] -m. ( 1 ) : 

iV^Rs (I) 

Ri^N^^N : — • 

Re 

iiTfe<i:<. =CH, {i=ox«=s-cg^^^6nr 
, -cr>C-H. rf^^>#«tci[SiB^0>^j:li-CH3 

H. =CH. <DC-HSaf=CHCDC~H«. N. C- 

T'^ ^ ti 6 r r ^ >il^» ^ < (DS^^ttftxti 
■ [fS^:^2] mz-m^ (I ) iC*5l^r. R. t^im. 
Ci#5}e]^3 ] B^iB-«ft^ ( I ) 6c4»c^r. R, tm^ 

lX«2i2iJt(D{b^!B5o 30 

[If ] m>^m I'-soi.^rtif)^ i ^(tc^moit 

[if ^ 8 ] rn^m 1 - 3 ©t^-rn;6^ i m^^mo^t 
^m^mnfmti'^^^'f2--s)\,j^^Tmmm^% 40 

[fS^Jl 9 3 §t^3S 1 - 3 ©i^rn^^p 1 3itciBK(D{b 

[ftAi^^i 1 0 3 m^m 1 ~ 3 <o\.^rrii)^ 1 :s&cieig(D 

[^B^og^Jffl^j:SiHJ3 
[000 1 3 



«F^^1 1 - 1 80 982 

2 

[00023 

[ 0 0 0 3 3 cn$r-Y>i5?-:7:ca>^^f^ffl^^o. 
(I) : 5i<y (C) ^7f<'V:^;U5i^^VU-hJ^j:i'CD 

M^i^yr^O'^-f)m^tixi.^^i)\ n^^mm.'^m^^ 
mtLX(ommtmmv^6o &^^>^-y 

m. r>h^=¥y>mtj:E«t:>f)^(Oi:><D^mm^tiX^ 
tc-f)^ (Mayer, CD., et al . : Science, 1970; 169, 121 
4 . Nichol, F.R., et al.: Antimicrob. Apents Chemo 
ther.. 1976. 9, 433 . Strinqfellow, D.A. , et al.: 
Antimicrob. Agents Chemother., 1991, 15, 111) . 

m^Mf)m<. m^itm^o:>fc^mm^atLX(Dmmt 

M^^tlfc (Reiter, M.A. , et al.: J. Leukocvte Bio 
1., 1994, 55, 234)c^U(Z)<a^^'Y>^->'xP>^|% 

\±it^tLX. ^ ^'^V^y v>mh^^tixi.^^f}^ 

(EP 145,340 A) . CnetJf&CDIfH' h;^-r>. I^&CT 

-y :ca>^imS{^. mtx^\^±ifmtin^i><ox 

[0 0043 -ys. BSM. r h f-ttfimife^J:^©r u 
^^':/2 TlfflBStC J: ^mnti:^ 

mc^^f)mmttj:-oXi.^^. m^. cnibruji^^'-i^ 
mm.(Di^m(^mi.^htix^fctK\c>^^^>m^m^m<t 

{trj:<^ ^^y'2^)i^y^-Tmm'^m^'r^m^o:>Th 
2mV-'< V i7 ^ >(iCJ:*)mm^ titer UJl^'-^jZ^CDT 

(Dfcit). cneiatX^SV^-^MS^fb^JJ^cC^CDMIrO 

|g0K±^«i^^r;^f*o-< K«^-^::^2•^;^^^•- 



3 

^(o^mm^'jii^^Lx. mmm. ss^& #«el/ 

[0005] 

^- :7 p ym^i'^mR^^ 

[0 00 6] 

[0 007] -jS^ ( I ) : 

[0008] 
[<fc2] 

.y^v«3 CI) 

[0 0 0 9] (^*^ R, «h t;:7;t,:^a^^;US. 

gtme>nTt,^r*>j;< . =ch, «=ox«=sr 

li>CH-CDC-H. Trx>#4^cc{i:gte^L^j:l^ = 
CH-COC-H. =CH, CDC-H&0'=CHCDC-H 



C3) 1 1 - 1 8 0 9 8 2 

4 

[00 10] 

m\icmmfr^t. suiB-iis^ ( I ) t^^vi^mtimm 
10 %m>^6^m^mt7mm. mm(orj:{.^y.{tmm.(o^h 

f)K ^mmji^ityHmm(^^^^x . c = c = ccd^^> 

7K*Sr*6. iS^Sfe4fe^±<DMIfi©i5:c^e^i^Pr;u^ 

9 - r > h y )mrj: ^mmm» e - 1 4 cDWjiso^ri^^. 

40 tK^S. i^^^7i^±(OiliMo*6^^3^^j^{b;^^ 
^^TJaiOWMO^^cl^aSffi^^^bTK^S. *S 

. \u±(omm(o^ ^ ;^ t* b;^^^;^c ^^kmm-r c i 

50 OJ^iii^t^^CD^W^Ci^&Sr^-S. IS^^«iiCD 



7 \u±<Dmm(orj:i.^^^mM'cm»^ nfcmmorji^ lo 
fmm^ 1 2 &.±<om$m^^^^mm'vmi^^ ntc^ 30 

flM©^ -5 n r ;i' ^ ;i/g-eg^ $ tiicmM^<o r)V^\ ' 



!HfPI¥ 1 1 - 1 8 0 9 8 2 
6 

MK«»8«±(C#Jifi©/:ci^^'^7nr;u=%^-iu 
±<D§M<D* ^ P T Jl/ +iug-c®^ 3 n ic^m> r 

^€>^5C0^fifiir}iTJi^ccti. #tc^i57PT;i'^.n^S 

[ 0 0 1 2 ] Sg|{b7lc^S43. -CH, ''i)^iJ)V7^:^J\. 

-eti-eti^h>. x;V'^>. x.-T-JUX^f ^tJ^- 
^miftL/, ^fc. -CH, -(DC-'H^N(,C^t>^t. 
-NH-i/cCt). >CH-CDC-H3&«Ntc^*:>^i. > 

<i:Aj:0. ^^©-CH, CDC - H:^>5NCC^*)6i . 
H, i>mX^tl. =CHz CDC-H:05N^Cg:^D€>i. = 
NHtrj:^)^ C=CH0[)C-H:6^N«:^$n^i. C 
= N ; t-r.^S-^C3r)^^i^C'2>o l^fc. -CH, . -C 
H, =CH-. =CHX«>CH-©C-H:^>5C- 

/Npy>x«c-cN-c®#^^6n^<t. ^ig^± 

{b*^s*, CH, :Ra^c-H&c*5i:r^g#giA«. ^ 
^f-oi^dg. ^cfc^i^i^^iccH, x^tc-mmur 

iBCD©tfg^A«:J:0\ -CH, -CH, -CD-CO-Q 
- : xX7^;H»3^'^-CO-S- ; 5=':tx;^'r;HSit'^ 
<^>S!^3^j:<!:. -CH, -CH, -CH, -CD-O-CO 
-O- : ^^x;^T';b:ma^^-NH-CO-NH- : ^ 

\yrm^ (•:7U>f u>g) ^(o^msi^. -ch,-c 

H, O-CO-O-H ; -CO-NH 
. ;r^K«^^- SO, -NH, ;^>rl.:^>T^ F« 



(5) 

7 

[0 0 1 3 3 s^oT. fuie-jis^ ( I ) tc*5C^rR, r 

^{L7K^sr*-5>r y-^us, r^^u^^jug. rv- 
[0014] Mocifo < i^At^. [iilx&i^iKOT;L'+ 

Sv 1 -x5';i/^>5=-;L'S. ^e^^^Ji'S. y^jvM. f 20 

3 -^^;L/:r^;ug. 2 ^ju-^>^juS. 3 

1 , 1 -t/^g^;l'X^;US, 1 , 1 -i^^^ 
f-;u:/a 2, 6 ->^^^;i^--^y5^^i^S. 3,7 

7i'^jlx.)Vm. l^iy^^u [2. 2. 2] 
[0015] iElftX«^ii^cDT;^^^;«<h trti. 

x.t^ l^^Jl/^. T U JUS. P ^ JUS ( 2 - :/f 

g) ^ ^ y:7*p--cj^;l/S ( 1 -pf ^;Utr::.;Va) tjii:. . 

ti. ix^Pr^>7^^;US..>':5^P^>4?i^xj:.;US. 
iJ7P-^i^-fe::i;US. ^'^P-^4^.1f>t?x:::jl'g:^j:i'7&5^ 

3-:7*x;i/:7x::i;US.. 4-7jt:=-;l/:7xx;l'S, 9 



«FPg¥l 1 - 1 80 98 2 

8 

[0 0 16] T^iU+Ji/gturtt, iWx.t3:'^>i^;i/ 

a. 1 -:^>'^;l'p^^Jl'S. 2 ->':^r7^JL'^?-Jl'S. y 
(2 -:7x:^;Uxf-ji/S) > l-:7xx;i.x 
:7xx;i/:/pt'Jl/S. 7 xx;U::^5^;l/S. :7 * 

nS. r^p^g. y)i:tom) . h y ^JU^^-P^^JU 
S. X kps/ r ^ >'S^«cirr^t^;te>nTi^r^j: 

Tg^CTc^r Jni^r. ry)\^^)\^^tmui^ 
rti. m^\t2-y)V^^^iy^^)\^^. 3-y)\^:^^^ 

>iyjvm. A''y)i^:tU^>Z^)Vm. 2-i7UXi^>ty 

2 - :/P^"<>i^iUS. 3 -:/P^^>t;^>'l'S. 4-::^ 
p-t-^>>^;i/S, 2- h'Jy)i^:tuj>t^)i^>>^)im. 

3- h »; :7;l/:tPp^?A^>>^;i'S. 4- h'J:7Ji/:^*P 
y 2 -X hP--c>e:/;l.S. 3-xhP 
^>iy}\^M. 4 -X hP-^>ix;Ug. 2-T^^-^>>^ 

2, 3 -i^^^PP-^Vi^^US. 3, 4 ->^:^PP-^>>^ 
;US. 3. 5 -e^t57PP'S>e^;US. 4-r^^-3- 
i7pp^>*Pjl.g, 3-T5>^-4-^PP'^>i^;V 
4-T$>'-3-:/P^^>t^Jl/& S-rs^'- 

4 - ::^p^'^>':^JUS. ^^m^Xitmi^^>iy)\^S<0^ 
>-^i^m^coc -m^mMm^xm^i^^hnfcr-^m 
S^(omx$>^. 2- 3~fc:yi^;i'p^ 

4-tryt^;uy^;PS3(3:^3&5W6nSo S 

mmmm^^ ^m^^ titer ji'^jmR^^(om±(tcw 

bx. —^r'umi'miki^x$>i>bmm<oyzf>m. ^ 
:iry:^>ms fP-;UiS. --^f-Pll^glfeft-CAS 5 



C6) 

9 

[00 1 7] R, Ta$n4H^fiB<DiKfb*3R^«C0CH 



sRpPg^ 1 1 - 1 8 0 9 8 2 

10 

^U*. #SSIHtl^^#^©^xx7bS. 

t*y3^^x;l/S, f7>^x;US, xK-^i^x 

®cr)2-p';i/:^:7>x^ji/S. r 5>«i^cD2 -r'$ 
x^;i/S. 2 -t57nnx^;bS. 2-fc KP^i^:7'af 
3 - t Kn^i^:7*PbVbS. 2 -^;i^*:/h:/n 
. f^uSv 3-ji)Vtfy'Vy'at:)vm. z-y \yy'VL\d 
Jl^S. 3 -r ^ tVUS. 2 --i7Do:7'pf>H/Sv 
S-i'DD'r/ntVl/S. 2. 3 -t;?fc Kn=^t^:/Df;l' 
a. 2, 3 -i^>';i/:^r7*h:7*D tvus. 2, z-vr^, 

3-r 5>'-2 -t Ka+->:7'Pfc:Vl/g. 2-tK 

a=^>-*:/^>ii/S. 3 - t Fn+^'>^5^JL'g. 4-tFo 

-^jvtfy'hy^ji'm. A-^juijy'iy^ji^m. 2- 

2, 3-5;^fc Fn^>'::^^^US. 2 . 4-i^tK 
u^w:f^)Um. 3, 4-i^t Kn=^V:/^;bS. 2. 

3- iyr ^ 2, 4 -i>T ^v:/^;i'S. 
3. 4-5^rs>'::^^;^S. 2-T5>'-3-fc: Kn + 
iyy^Jim. 3~T5^-2-fc Kn+5>':^^^l'S. 2 

-r ^ >'-4-b KP^^^s^:/^^;^^. 4-r5>^-2- 

t KP=^^S^::^^^l'^. 3-75 y-4-t: KP + i^-:/^ 
Jl/S. 4 -r ^ ^- 3 -t FP^e^i/^'ibS. 2,3, 

4- F t: FP=^>':/5^>'l'g« 2,3,4-hyT5>^ 
^^;bS. 2, 4-t^T5>-3-t FP + t^:^^;^ 

3-r5>^-2. 4->?t Fn+>':^?';l'S. 2, 
3-t^T5 -/-4-t FP^t^t/^^l'S. ^-rty- 
2. 3-t;^t: FP=^^>':^^>'l'g. 3, 4->^T5>'-2 
-b FP + 5^:/5^;l'S. 2-r 5>-3.4-t^b FP 
^^i^r^^;!/^, r 5 >'XJl/:i^x;U:7xx;l/S. b Fp=^ 
^>:7xx;i/S, r 5 >'::'^x;i/g, y ;U;^7 h ^x;i/ 

y)U:tuy ji^jvm. i^^^y ^^Ji^M. zfu^y 
xx;VS, 3:x;l/g, iPb Fp + V:7 3:x;1/ 

iyy ^ yy t^>';u:tp:7a:x;us, 
pp7xx;i/S, iP:;/'p^:7:c:^;l/S, {puayjlz^o 
:7iX;i/S, F y :7;l/;i-p:7:cx;l/S. Fyi'PP:7x 
x;l.S, y)lttiy^)iyx.::.)\^m. V ^) y u jt ^ 
;i/:7xx;i'S, r ^ >'^5^;U:7 xx;i/S, b Fp+5^-^ 
^j\^y b FP^^^x^;l/-7 AXil/g, TS^ 

b FP + ^':7 T^^l/sfPb FP^t/:7xx;i/ 

^PPb FP^i^:7 j:x;l/S, b FP + i/^^J^^x 



(7) 



11 



[ 0 0 1 8 ] Ra vm^ti^^mmmT(oriy)it^ 

[0019] R. r^$ti5^^^i9OT^D^{L7K^^ 20. 

[ 0 0 2 0 ] R, i}^riy)i^^^^>mxumt7^mmmWi 

[002 1] ( I ) Vijk:$tl^it^^t^(DK^ 40 

( I ) r7n$n^{b^«-JK^ <II) : 

[0022] 

' l^VoH (ID 



iRfga^ 1 1 - 1 8 0 9 8 2 
12 

{0023] (SC* . R. RVfR, -fJa^n-flaS 

( I ) ©R, rc;r, tmm>m^mr. ) ot kdh^ 

CIII) : 

[0024] 

Ut4] 



(III) 



[0 02 5] i^^. R^ RZ/R, ^tl^n—^^ 

( I ) OR, ;ro*r, ilaJHog^a-To ) .©x^^v^ 

( I ) r^$n^<fc-&!B55i-»^ (IV) : 

[0026] 

[{t5] 

NH2 



(IV) 



[0 027] (^*. R, RD-'R, «. -e^^-en-fiss; 
{ I ) cDR, scjfR, trnmcom^m-r. ) ©^ju^t- 

(V) : . 
[0028] 
[{fc6] 



R9 



(V) 



[0 0 2.9] (S*. R, RO^R. -^tl^tl-SSi^ 
(I ) <DR, TSiiyfR. il^llKOS^a-r- ) <09-:t^^y 

[003 0] :^¥m(D7'r^>mmmc:i6^^x. tff^ l 
^s^tf^n-So mL. —m^ (it) ^c*5c^r. r, &cr 

i^S^iitR-r^^fc^i®. fiPi^. -flStjS (VI> : 
[003 1 ] 

NH2 



(VI) 



50 [003 2] (^*. Rz RURs lit. ^n^ti-m^ 



(8) 



11-18 0 9 8 2 
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(i)©R, RURs tmmom^mL. r.-w. r, ■ 

-co-o-;&s— JISS ( I ) OR. tc45^:f^»r2^->^3^+ 

iymtrj:^^{t7mm^m'ro ) xw-m:s;cvii) : 

[0033] 

1 J VO-CO-O-Re 
R9 



IVII) 



JL -1. ' 



V-OH 




(VTTT) 



10 



[0 0 3 43 (S*. R, RU^R, tt. -?-ti^n-JKS 

(I ) cDR. j^c/Rs tmmom^mo. Ra'«. r.- 

- O - C O - O ->&5-~M^ ( I ) cDR, ^^fbTk 

mto ) ^?n€>{b^ie5t3:. itiE-M^ (id -c/T^^n 
<z)S I!* *5 1 i r Sfe CD c w b^!fe i m J^cC -a- ^ . 

[0 03 5} R, ^oi^r. -^-CD^^^Lt^ilfRCDH??^ 
tC|$iH^L./cCH, *5:^jt'#^JUS. OX 

r>^u ^:t-;k ^^u^iytji^om^^n 3d 

;u^ag. tJ'ang, ya^g) . /^D>^VgfeTJ^=^ 
[0 03 6] R, tc. I^g^o. X{iM^O-<>i;^;i/S 

(II) (IV) r7n$n5»fb^i85&c:foCi 

T. R, ^C, f^m^CO. X{i-g^4>L.<{Jn^jfeO-< * 
>i^;Ug^ii!R-r^-IS^(vili)3li*-^^ (IX) : 
[0 0 3 7] 40 

[^b9] 
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[0038] 
[{b 1 0 ] 



Rb 



(IX) 



[0 03 9] (^1^^ \tV')V)V^XJ^^}\^m. ^ 

-en^n. tK^ji^, i^r^m'^Lu 
mity^mm^mh. ^mti^mm^. -ch, -sex- 

X«-S-'C|gtJfefe;3L6tirc^r4>cl:<. =CH, tt = 

-OC-H. -CH3 OC-H. >CH-cr)C-H. = 
CH-OC-H:RCJf=CHa OC-H». N. C->'^0 

^ti^it^mtm^ihti^. lyfEcD-^^.CViiDXtS- 
(IX) fc:lsii"C, -:^;uScD 4 {i. 3{icc^ 

HSE-r-Sg^SRa, Rb«. $?^0<t3:. Tk^iF.^. T 

[0040] *I^H^©Tf^::i>il^«^<DKS^tiTtCi¥ 

^■r^o friH-jis^ ( I ) r. h ';:7;i. 

•rn;&>r*^*s. ^nccflnitT. r, oiiiR«:<t:^rm 

[004 1 ] ( 1) R, =OH^-St,^3:SH©ii^; Kr 

n^-mA (II) (iv) rij^$n^{b^iB5 

a. R, .3&5 h y :7Jl/:tP-?^^>'l/S^'5tr^ti^>^:7JU:t 
nx^;U^-C*^^^<*0'^fiKffi8IS (Scheme 1) 

[0 04 2] 

[<bii] 



Ra 



Rb 
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Scheme i 



(9) 



JRfK^ 1 1 - 1 8 0 9 8 2 
16 



OH 




D ifVoHorSH 
Ro 



[0 04 3] b-r ^ 4-^)1^^^-^ 

ffi^Ttc. R. ^^t^&mcomik^^^ -^h'R, -x (x 

-E), C©1 -T5y-Y5 4^:/-JL'-4-:^JU 

^i^^^i^^ ^^isR^ -cooEt. (R, -e 

O) , OX^^Rz -COC 1 ^JSfcia^^i. 2.9- 

[0 04 4]C<Z>2. 9-z:^^t;K4^1f>5=->ifzg^ 
{D$i^T2. 9--|lg|-6-:?7Da7-»;>->^^<, «g 

^^•2)0 J^f5tamiMia3&^6ioo "Cffi^Sifflrtf ^'Ci 
)&5-C^-5>&^ »*L<«jlO»^fl^T-Ctf^o C02. 9 

r. 2. 9-z:gj^Tx^>--^<c 

Scheme 2 



120 mo^Brtf ^ c i^i-rt 0^L< ^mm 

[0045] C©2. 9--^^r7=-:^>^^i$€:i^^ 

• 9 - rMWi - 8 - :/ p 7^:=^ >mmi^^^m tm^^ 

•^^tRn -fy^OHOit^. 2. 9-z:®»-8-tK 

— 2. 9-r,m.^-8 -:/u^r^^>mmw^N 

aSHiJS£E$1±^iR, :0SSHO{b^. 2. 9-Zl 

[0046] b. 2, 9-z:^^-8 -t KU^S^Tt' 
j:.>^^fli*Sl^li2. 9-^g^-8-p^;L';^?*hr 
^j:. >SI*»©^fi3&ajS»J€6 1 (Schane 2) 

[0047] 

[{tl2] 



NH, 



NH, 



X > — ^ X 



- R9 



NH2 

JJ jT ^>-OH or SH 

Rq 



[004 8] b -r ^ A-^^r y ^ ^^v-}i'^R 

«NaSH<b©SJ&^^fjtti. 2. 8. 9{4tCg3feS^ 



[0 04 9] c. 2. 9--gffe-8 -t KP^^v'T-r 
ji>g^fl:*^litt2. 9 -z:@8^-8--rf;l/;e7:/hr 
r':^:^mmW0:>^^%m2Wm: (scheme 3) 

[0050] 

[^fcl3] 
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Scheme 3 



NH 



NH2 



NH2 

,3 N ^ 



CIO) 



1 1 - 1 8 0 9 8 2 
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NHj NHj NHa 




fl . J VOHorSH 



10 0 5 1 } mc. —m(fC^^nx\.^i>m<oy'v 

S^rg^t'U ^^:^>CD5{4^C:^ hDS^2iAb. Pd/C* 

Scheme 4 

'CI 



[0 05 2] d. R, tii{PXiu&X^hmm^<0^iS:m 
mm (Scheme 4) 
[0 05 3] 
[{b 1 4 ] 



n 




1 T >-OHorSH 

Rg 



[0054] 2. 6 -t^i7pn:?''J>^T>^-T^iS 
[0 05 5] (2) Ra =TiyJlt'¥iym. T^fUP + i^ 

tf)\^^>^)V:t^iym(om^ ; Boia-na^ (vi) 

^(Vll) Vmi^n^it^ 

-H^^ (II) -cfj^5n-2>{t^. m-^. mriE ( 1 ) tc^ 

K (R. '-CO-C 1 ) ^^^^^on^^^^^xxr;!/ 
(R, '-^O-CO-C 1 ) t^it$ii^Ct(CJ:^m 
Cti)iV^^o g*8i0r«7^ h-^fc Kn:?'^^. i,4- 

®&2aK«Mia*^68o-c(i<DliH©iasrtf ^ c iT^^r 

[0 05 6] Mi^m^^at. —m^ ( I ) -c^^n, -eo 
Rz . R, . R, tc-en^n^i -'*8tc7n-r^(Dffl^ so 



•r-2>^>0!){i. 2is:^^ic*Jl^r<fc*5»^LCWb^JB3CC^/c 
[0057] 

[^1] . ' 
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Re 


Re 


Ro 


CF. 


OH 




CF. 


OH 




CF. 


OH 




CF. 


OH 




CF. 


OK 




CF. 


OH 




CF. 


OH 




CF, 


OH 




CF, 


OH 




CF. 


OH 


2- h »; yjv^u^^jir^i/z^ji^ 


CF. 


OH 




CF. 


OH 




CF. 


OH 




CF, 


OH 




CF, 


OH 




CF. 


OH 




CF» 


OH 




CF, 


OH 




CF. 


OH 




CF, 


OH 




CF, 


OH 




CF, 


OH 




CF, 


OH 


3 - 7 5: y - 4 - o o ^ y i/ ;t/ 


CF. 


OH 


4-r ^ y -3- :^ n a ^ :/ 


CF-. 


OH 


3-— h a -4- n a ^ y 


CF. 


OH 


4-j=. h p -3- n a > 5>;i/ 
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[0058] 





R« 


K„ - - 


CF. 


SK 




CF. 


SH 




CF, 


SH 




CF. 


SH 


2-y)\y^v^yi/;i . 


CF, 


SH 


'6-y j\^t^^yi>)i' 


CF, 


SH 


4~yj\y:tti^yiy)]y 


CF. 


SH 


2-'yX2^^yi/}\y 


CF» 


SH 


Z'-yu^^yV'ii^ 


CF, 


SH 


A'-Zu^^yi^fU 


CF. 


SH 


2- h 'J 7;L/^n/^;L'A.y i/ju 


CF, 


SH 


3- h 7;i/7rn;<^;u-^>:i?;u 


CF, 


SH 




CF« 


SH 




CFa 


SH 


2-=-hv^y'^)u 


GF, 


SH 


4--- h V'^<yi>)i' 


CFa 


SH 


/^yi/A^ 


CF. 


SH 




CFb 


SH 




CFb 


SH 


2,A-i/^^n^yi/)V 


CFs 


SH 


3,4-i/j5^nci^:/i/;i/ 


CFa 


SH 




CFs 


SH 




CF, 


SH 




CF. 


SH 




CF, 


SH 


3-r. h p-4-^an^vi^;u 


CFa 


SH 


4-r. h o-3-:>aD'^Vi?;U 
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[^3] 





Rb 


Ro 


CF.CF, 


OH 


2-:?na''<vs?;L' 


CFaCh-. 


m 


'^-^uu^yi/)i' 


CF.CF. 


OH 


A-^au^yV:)]/ 


CFzCFi 


OH 


Z'y)V:tu^y^}\/ 


CFeCF^ 


OH 


z-y A^^'o^yi>)]^ 




OH 


A-y Arytu^yi>>]/ 


CFzCF, 


OH 


2-7P^'^>'J>-'V 


CFeC?, 


OH 


Z''fu^^yiy>\^ 


CFgCF, 


OH 


4-yD^^vi>;i/ 


CFaCF. 


OU 


2- h Jj7;u?^'o^^jU'^yi/;u 


CFaCF," 


OH 


3- h V 7 }\^^ p ^ f-^U'^ y i>J\^ 


CFzCF. 


OH 


A-h ^jyA'ytu^'^ji^^yi^ji^ 


CFzCF. 


OH 


2'^h^'^yV')i 


CF,CF, 


QH 


3-— Ka-^y^/A/ 


CFzCF, 


OH 




CF.CF, 


UH 




CF.CF, 


OH 


2'T^y^yi>j\^ 


CF.CF. 


OH 


A-y^y^yi^A/' 


CF^CFa 


OH 




CFzCF. 


OH 




CF.CF, 


OH 




OFeCF, 


OH 


2.6*i?^nn'^>i?;U' 


CFzCF. 


. OH 


^-7 Xy-A-^av^yiyji/ 


CFzCFh 


OH 


4-T5 y-3- a v^y^Jl 


CF^CFs 


OH 


3-— hD-4-:?Pn^yi/;u 


CF2CF. 


OH 


4-r, ho-3-:^an^yi/^l' 
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R. 




CF.CF. 


SH 




CFsCFa 


SH 




CF,CF« 


SH 




CF^CF, 


SH 




CFaCFa 


SH 




CFaCFa 


SH 




CF«CFa 


SH 




CFaCF, 


SH 




CFiCF, 


SH 




CFaCF, 


SH 


2- h 'i 


CF«CF» 


SH 




CFaCFa 


SH 




CF2CF, 


SH 




CFaCFn 


SH 




CFtCFa 


SH 




CFiCF. 


SH 




CFsCFa 


SH 




CFaCFs 


SH 




CFzCFa 


SH 




CFaCF. 


SH 


3,4-v^nn'^y s/;u 


CF2CF3 


SH 


3»5- a y 


CF^CFs 


SH 




CFeCF, 


SH 


3-r 5 y -4-^nn-^>*i?^ 


CF2CF, 


SH 


4-:?' .X / -3 - >^ a a ^ y A' 


CFeCFa 


SU 


3-^ h u-4-rJ7nD^v5^;u 


CF,CF, 


SH 


4-— hn-s-^od-^yi^;!/ 
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[006 1 
C«5] 



3 





Re 




CI 


OH 




CI 


OH 


3-:7n D^y v>;i/ 


CI 


OH 


4-^aD^y i/>I/ 


CI 


OH 




CI 


OH 


Z'y)U:tu^yv^ji^ 


CI 


OH 


A'y}i'7^u^yzy)V 


CI 


OH 


l-'^x^^^y-j}^ 


CI 


OH 


2~y u^^yz>)iy 


Ci 


OH 


4-:rn^^ys/;u 


CI 


OH 


2-h ^)y)l^^-xn;i^)i.^yV)\^ 


CI 


OH 


3- h Vv p ;^ f'A'^ > V^ii^ 


CI 


UH 


4-h ';7;L'^D-?<f'A"-os>-fu 


CI 


OH 


2-— hn-^y^s-A^ 


CI 


OU 


3-jiKa^y2>;u 


CI 


OH 


4-^ hn--cy2/;u 


CJ 


OH 


i-TK J ^y^yn^ 


CL 


OH 


'^-r^j^yv>)v 


CL 


OH 


k-y^^j^yV')\y 


CL 


OH 


l.K'V'^uxi^yyyX/ 


CL 


on 


2A'i>^'ov^y 


CI 


OH 


3,5-i/iJ'un-^yi>;U 


CL 


OH 


2,B-5/i?nO'^yi^A' 


CL 


OH 


3-r^y-4-^an^ys;';u 


CI 


OH 


4- r ^ / -3 - n n V 


CL 


OH 


3-— hn-4-:^nn^ys^;U 


CI 


OH 


4-j=. ht3-3-^nn-^ys?;[/ 
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R. 


Re 




CI 


SH 


2-^Da'-;ys>;u 


CL 


SH 


Z':^av^yVJU 


CL 


SB 


A-^aa^y-JA^ 


CI 


SU 


2'y)\/^n^yV)\^ 


CL 


SH 


Z-yji^^vi^yi/j[^ 


CL 


SH 


A-yj\^:t'ci^yi/)[^ 


CL 


SH 


2-:/u^--;yi>;u 


CL 


SH 


z-ya^^yz>)U 


CL 


SH 


4-yD^^y L>;u 


CI 


SH 


2- h 7 n p< f-vFi/^ y 'yji' 


CL 


SH 


3- h 'j yji^^a?(^Ay^yV'ji^ 


CL 


SH 


4- h yjU:tUA^/i'^<'yi^fl^ 


CI 


SH 


2-^ h u^yi^'ju 


CI 


SH 


3>r- h cr-^yi/;!/ 


CL 


SH 


4-::. h n-^yi^;u 


CJ 


SH 




CL 


SH 




CL 


SH 


4-r ^y-^vs^.'t' 


CI 


SH 


2,4-v'i;'T:in^y>^;u 


CI 


SH 


3,4-i>:?'na'^y i^^i/ 


CL 


SH 


3,5-i/:^'na^';y i/A/ 


CL 


SH 


2,S-ly'^nu^yi>A/ 


CI 


S-H 


3-y^y-4-^ur2^yS/j\y 


CI 


SH 


4-T^ /-3~ i>an-^ys/;u 


CL 


SH 


3-r- h n-4- ^ nn^yvJU 


CL 


SH 
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F 




R9 


CF. 


UH 




CF. 


OH 




CF, 


OH 


4-bf V V'A^^^^A^ 


CFzCF, 


UH 






CFtCF, 


OH 






CFzCF, 


OH 


4-t: 'j >^>»M^;t^ 


CI 


OH 




CI 


OH - 






CI 


on 






CF. 


OH 




CF, 


OK 




CFaCFa 


OH 




CFzCF, 


OH 




Ci 


OH 




CI 


OH 




CF, 


OK 




CF, 


OH 




CF. 


OH 




CF. 


OK 




CFzCFa 


OH 




CFs 


• OK 




CI 


OH 




CI 


OH 




CI 


OH 




CF. 


0- 


COCH» 




CF.CF« 


O-COQI, 




CI 


O-COCH3 
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Re 


Re 






CF. 


OH 








CF. 


OH 








CF» 


OH 








CF«CF 




OH 








CF«CF 




OH 








CF.CFa 


OH 








CL 


OH 








CI 


OH 








CI. . 


on 








CF3 


OH 








CF. 


OH 








CF. 


OH 


4-;< h^>''^>vA' 






CFeCF. 


OH 








CFzCF. 


OH 








CFzCFs 


OH . 








CI 


OH 








CI 


OH 








CI 


OH 


4-/ V^'U'^yJn^ 
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[006 5] fe(±©J:^«:Urtf 6n^*:|%^<Drf^^ 

lymm^mt. i'V')^2^^. tf^j^j^m.. i^mi^. ^it 
7mmA. ^m^. mm^. mmm. 

[006 6 ] *^HjCDg^M^4^J. MH^^^U. 50 
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24 

2-^;^>^^••-T^ffll^a3S^RK^^fe3^««I*^IS^I. 3Kru;P=^- 

HMtC, 1 B^/cOftO.l — #^100 mg/kq ©ISffl. 

[0067] m^^:^. 9^mmt or. r uju^f-t^^/t- 

*^B^<D{b^l.0 q ^/mS^tg^«StCiO\ |g^70 

•ccc»niaL//t^:Sr'7>7Drf-jb»:g99.o qf:»p^a«fifiSc 

[0068] J!i?g14»C«SiJ 

>18.5 q^lttl:t^5 t^r^+^CC^ffPLieSS^i-r 
[ 0 0 6 9 ] 3^*5. *^H>gOT'r::^>M^i*^W^^53' 



25 

mwi^mti^ 

[0 0 7 O'] 

K2.57q; 'Tb'J'yi^l.yAqRUhVyJl^tUS^m 
^^^V-^^^lAOq . ^|k^:t::^;l'3.6mV^DMF35 

;U:2^n .^^;Ur>r :^>?J)^1.21q tf^nJ^Co CCD9 — ^> 
h y '^A3.54g SO':^fRl.9ml ^i^K2QnlCCm. 50'C 

/Co c(09--^>iyji^-s-yu^-2 - h oyjitvi 

>5^;Urf'^>726mQ ^iStaiilSmHCm 5 B#rdaji2^£^jn 

«iu/c. ISi^g^. r>*::.T^KK:cl:0**PO. waiUift 4o 

fe^^i^l^-r -5) C t -Vmrnit-^^^AAemq ff /Co 

[0 07 1 ] ^H-hWR (DMSO-ct) <^ppm : 4.95 (2H, 
S), 7.01 C2H. s). 7:23-7.35 CSH.'m) .10.69 (1^1. s) 
MS CTOF) : 310 (M+D 

[0 07 2] {mMm2) 9--^>e;^;l'-8-t>n 
OSiB<b^^^f#/c mm23%) o • - 

[0 0 7 3 ] "H-MiilR CDMSO-d) ^ppm : 4.94 (2H. 50 



^mW- 1 1 - 1 8 0 9 8 2 
26 - 

S), 7.00 C2H. s), 7.24-7.32 ( 5H, m).10.62 (IH, s) 
fJS (TOF) : 360 (M+l) 

[0 07 4] (mmms) 9---c>ixji/-8-t fp 

=^V- 2 - ^nnrf'x> 

2. 6-i;^^70n:/i; > i.75qRi:X28%T>^XT** 
Ai.2Q$:80nilCr>DMFtcm. 30»ti»L/Co ^C^^ 

<b-<>5;^;n.2q^&tt]it. ^^-ei smnbtc. w^m^m 

EES^feb. ^?f-^:^^m/Co 1 N^S^rc}3faL/. 
^lillXO. ^K25fc^t. ^^T^i9— <>S^>'b-2-^P 
PTt'x^ i:93q!&4f#6n/Co C<0Q-^>t»U-2- 
>7nPT7^X>330fnq . il^^:^ h U 'i? Al.38q SlO'^^ 
1.28q ^i^KS30mlCCj3nx.. 80*0^5 BSf^fiD^«»l//Co 

Vi-^Y^yyl^^-yXmmiL^X : 
y-;l/=ioo: 1 ) , 9-^>i^JU-8-:/P^-2-i5? 
ppr"rx>280mq ^ff/Co C<D9 -•<>i^>'l/- 8 - :/ 
P^~2 -:i7PPrf ^>270mq ^i^^MlOni](,ClM^. 

100 *c-c4B#r^^t$b/co fe^i^. yH^m^. Tkmiti^ 

-^h ifyyiCj:':>xmnLX (-:yj7aaji^> : 
-JU=20 : 1 ) . ^iS{t:^13976mq^f#/Co 

[0 07 5] ^ H-rsMRCDMSO-de ) ^ PPm: 4.90 (2H, s), 
6,91 (2H, s). 7.25—7.36 (SH. m),10.40 (IH. s) 
. MS (DI) : 275 (NT ) 

[0 07 6] kWSm^) >f >a'-:7a:P>^2S©S 

k^l^^ 0 . 5%* ;u;^'=^ ^ ;i/-fe p - ;^7K^cc 
^SU. Balb/caittv^;^tCjgPtS:^0/c„ 2B#rBM. 

f^ffi. ftkOl/'Y h:^?'r>cD^^r§14^^^/Co Jfiirit^iio 

. W'>^*-*:7 X P>ti, 3. A. Armstronq, Methods in En 
zymoloqy 78, 381-387&CiBig<D:&SK:I^DriiJ^L/c. ^ 
fiP^. 2.5 xio' .fi/so/xl L929 
^ 96 7\CD^^:7-U- hr2 4B#r^iS»^. 50ul CD#& 
«R 0 /cJfilSI^^Jjn L/ . M(C 2 4 ^r^iS^ L /Co 
^^U/c^^. 7Krai4Pi^lfe'i'-r>'i'X^ 100a 1 "To^Sn 
'^7-f;bxS^f^4 48#r^rcD-<>3'-:7 xP> ( I 

FN) tCcfc-5>^IS^^WJ^m^^ VX^;U/N'-<:tU»;^ 
h^feccj:0ffii2b/co Sfi«. fel^^2%'r:^-.^i^=3 
h y A;^^§^-C?§j|?U. 595 nmCD^RlR^ifJ^t 
T'2>Cir^f-:>/c„ «fl3coTNF -aOSati. t>:c 
>if-<Att©E I A^-^ h^iseffiLt:ifo/Co a9SC/ 

[0077] 
[^9] 



(XS) 



27 







IFN 


TNF-a 






(lU/ffll) 


(pg/ffll> 






<0.4 


<175 




3 


170±60 


<175 




30 


1,750+70 


1,274±6 




3 


250±i90 


<175 




30 


7.390±3,110 


2, 03] ±284 



11-180982 



28 



[00781 







IFN 


TNF-a 




(ng/kg) 


(lU/ol) 


(pg/nl) 






<0.5 


<175 




• 3 


310±I20 


<350 




lU 


1,450±510 


<350 




30 


2,890 + 910 


6?7±1B1 



[0 07 9) m9i^v^mi o^c^$ti6J:^K:. 

<or "f:^ ^Aly^-Vzt.xi >^^r£tt^ W 

:rco ■ 
[00 80] (^095 ) t: V^^^^mm (PBM 

M^;J^'^>X-< TCD^m^^^^•'>'>fl^!fJfllL. Lvmpho 
prep^" (NYCDOMED PHARm AS ) ^ffiC^/c^^^K^^C^^ 

Sltcj:D#SM (pbm:) ^liSb/Co PBMc€:Mifiiit R 
FMi i64oeJfer2lili5fe^L//c^. ia%(v/v) '^t^fl&ffifiL 

rf^JjD RPMI .I640tgti-Cl XiO' ji/ml tCD^^L. 

5=';^x;l/^^4^>' K ($^iS^o.i v/v %) tc^MU/ciSgl 

^!^«:^-r'5^r-20''CJ^Tr^JS^^L//c, ^S±rS 
ctiC[)t h-f>a?-:7:tn>-a (IFN-a) (D^fitJ 
r -eix 1. AttCDWiSffiELISA systen^fiSffl l//Co ^ttJt 
M<!: Urti. EP 145,340 AlBtSOit^iBJ R-837 (4-T 
^y- 1 V:/^Jl/- 1 H.--/ ^^V^ [4. 5-c] 

^^^'litx) ^fflo»/c. ^1 itcsm^TH-r. 

[0 0 8 1 3 

[^1 n ^ 







IFN-a 




(uM) 


(pg/inl) 






<0.4 




0.1 


1.8 


^«^Jl 


1 


14.5 




10 


71.8 




0.1 


<0.6 




I 


23. 1 




10 


50. 0 




0.1 


<0.6 


R-837 


1 


0.8 




10 


lfi.4 



[0 08 2 ] ^1 1 «:7nS*a5J:^^. ^^^mimrf:^ 

[0 08 3] (HSfeWe) fl*JRllfflfia^m^€>Th2M 

l> v-^xi^WfflllSOii^ 
7jl»coaiBALB/c-7''t7XtciQMg ©:^-'i<T;l':^5> (O 
V A) ^i^#$i±/c:4niq CO^KS^^bT^^l^ 5 A^;!/ (lO 
0 // 1 ) ^mKrt^^tCci: 14 Bf^PlSf»J-Cii 

|^!.^ifiLti (10 v/v%) . 2-y;,u^:7*hx^y-;u (som 
M) , ^^t^';>G (loou/ml ) h U:/h'7-<*/ 

20 > (100 /xq/ml) ^$t^RPMI-1640 CCSSSL/. IffllSl^il 

[0 08 4] 2) !nM*(I^K:J:^1f-r 

nWMn-WB. (5 X 10" cells / 200 /Lil / wen) CCO 
VA (0.5mq/ml) J^C^*M®5<b^!|^5©t?^^;I.X;U.-^+^> 

F;S?Ri/iooqS(v/v) ^^»nu. arc. 5%C0z 

- ISA acc Jc DSSO/Co eo^. -Th 

- tVX-(>^-y:cU>-r (IFN-r)^. Th2 

30 (>v>^--p>f =^>-5 (iL-5) ^^n-etiv;:;;^ I F 

N-r ELISA kit (T-^t^-l-A) , v*i?;^IL-4 ELISA k 
it (r-^iy-^J^) V •^•t7XIL-5 ELISA Minikit (X> K 

[0085] «il;fb'&!acc J:^>«ffl|ia#14cr>WMi. tulB 

-2- (4-;^;bJ^:7x::-;i/) -2li-'5^h^V" 

v*i7A^ (MTs) <D^mmjtm^mm(fCLtco mts 

O^J^Mjc^^i. Cell titer 96 AQueous kit (T^D^ 

[0086] 
[^12] . 



50 



(16) 



11-18 0" 9"8'2~ 



29 



30 







I L-5 


r L-4 


I F N- r 


m 




(pg/ml) 


(pg/cil) 


fng/ml) 


OVA(-) 




77 


<7.8 


^ J4 


0 V A {+) 




4.142 


282 


25 , 




0.1 


3.071 


149 


83 




1 


754 


<7.8 


67 




10 ' 


510 


<7.8 


109 




0.1 


3. 7U2 


172 


25 




1 


1, 258 


<7.8 


164 




10 


633 


<7.8 


18G 



[0 0 8 7 ] ^1 2tc^$n^<fc^cc. ^mm<or7':=' 
[0 0 8 8] im^m 7 ) tifmmmMmmi^m 

/tl.6mg (D*ffi{fcr.JL/5^'^7Ay;l/ (200 Ml ) ^¥135 

[0089] 

[^13] 





(afi/kg ) 




(%). 






12.66 




^15111 . 


30 


6.04 


52.3 




3 


10.27 


18.9 



20 



* [0 09 0] «1 SCCTnSn-Scfc^tc. *MBj<DTr- 
[009 1 ] (^^8) St^P 

lOOmq. 
I20mq 
30mq 
5mq 

10 *;^AK^i^^5^;^•te;^cI-;^:^ h •J'i?-^ . 7 mq 

0. 5mg 



[0 092] 

/c -:> /c >^ > - :7 * n Wr ^> . :*^^^<D 



30 



C51)Int.Cl 

A 6 1 K 31/52 



AED 



F I 

A 6 1 K 3V52 



AED 



. . %aEmFfflreir^^HT@i7#35# 

^a£mFBarj?i&rgm=Tgl7#35-^ »^ 



^5BlFfflrU»rgmHT@i7S35# 



